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Inﬂammatory bowel diseaseAbstract Pyoderma gangrenosum is an inﬂammatory disease that has been found to be associated
with many systemic illnesses. Here we describe, ﬁrst time to our knowledge of pyoderma gangreno-
sum as well as pyostomatitis vegetans in a patient with hypogonadotropic hypogonadism. Later on
inﬂammatory bowel disease was also detected. The pyoderma lesions appeared as multiple out-
breaks which resolved totally after several combined immunosuppressive treatment. The clinical
course of pyoderma gangrenosum and inﬂammatory bowel disease appeared independent, with
no apparent overlap in inﬂammatory activity or response to the drugs administered.
ª 2013 King Saud University. Production and hosting by Elsevier B.V. All rights reserved.1. Introduction
Pyoderma gangrenosum (PG) is a rare, chronic, recurrent, idi-
opathic ulcerative disorder of the skin that can cause pain, dis-
ﬁgurement, and even death (Bolognia et al., 2008). It is a
noninfectious neutrophilic dermatosis. Clinically, it starts with
sterile pustules that rapidly progress and turn into painful ul-
cers of variable depth and size with undermined violaceous
borders. The legs are the most commonly affected but other
parts of the skin and mucous membranes may also be involved.
Course can be mild or malignant, chronic or relapsing withremarkable morbidity. PG is generally classiﬁed into four
types: classic (ulcerative), bullous, pustular, and vegetative
(Powell et al., 1996; James et al., 2006). In many cases PG is
associated with an underlying disease, most commonly inﬂam-
matory bowel disease (IBD), rheumatic or haematological dis-
ease and malignancy. Diagnosis of PG is based on a history of
an underlying disease, typical clinical presentation, histopa-
thology, and exclusion of other diseases that would lead to a
similar appearance (Von den Driesch, 1997; Crowson and
Miham, 2003). The peak of incidence occurs between the ages
of 20 and 50 years with women being more often affected than
men. Aetiology has not been clearly determined yet. There have
been very few reports of pyoderma gangrenosum with oral
mucosal involvement. Some of these oral lesions have been
associated with inﬂammatory bowel disease and polycythaemia
rubra vera (Hernandez-Martin et al., 2003). Also PG has been
rarely reported with endocrine disorders. Here we describe
a male patient with hypogonadotropic hypogonadism who
Figure 2 Showing large ulcerative lesion on the knee with
necrotic undermined violaceous border, crust and purulent base.
Figure 3 Showing multiple lesions on the thigh, some are
coalescing with crust and purulent discharge.
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underlying inﬂammatory bowel disease was also detected.
2. Case report
A 21 year old Saudi man presented to our department with
recurrent, painful, ulcerative skin and mouth lesions that had
started about 3 months back. Initial lesions started as small
ﬂuid collection and bullae that ruptured forming ulcers, then
gradually increased in size with crusting, sometimes with dis-
charging pus. Mouth ulcers were associated with lip swelling,
redness, crusting and pain involving the tongue with difﬁculty
in movement. Later on, these symptoms were associated with
fever, wt loss, generalized body ache, abdominal pain and
occasional diarrhoea. Further history revealed, he had inter-
mittent loose stools but without blood or mucus. The recent
episode was the ﬁrst time of passing bloody mucoid stool.
No history of joint involvement or any previous medical ill-
ness, except congenital cleft lip and palate. Also no history
of similar condition in the family. Physical examination re-
vealed multiple well deﬁned crusted ulcers mainly over lower
limbs (Figs. 2–4) and few on upper limbs (Fig. 1). There were
multiple eroded, oedematous erosions on both lips, tongue and
buccal mucosa with few pustules studded over the lesions
(Fig. 5). Genitalia examination showed no ulceration, no sec-
ondary sex characters like pubic hairs. There was delayed pub-
erty, small phallus for his age with normal urethral opening,
and rudimentary testicles in both atrophied scrotum.
Laboratory examination disclosed leukocytosis (WBC-17.4;
normal 4–10), thrombocytosis (872; normal 150–400), in-
creased erythrocyte sedimentation rate (82 mm/h; normal 1–
20), low iron level and hypochromic anaemia (Hb 8.2 g/dl;
normal 12–16) but sickling was negative and Hb electrophore-
sis was normal. Liver function, renal function and blood sugar
were normal. Serology for various viruses, notably hepatitis B,
C, human immunodeﬁciency virus, herpes simplex virus, anti-
nuclear factor, ANCA proﬁle, and rheumatoid factor were
negative, but anti-cardiolipin IGM was positive (19.5, normal
limit 10). Microbiological cultures for bacteria, mycobacteria
and fungi, both from lesional skin and blood, yielded negative
results except the wound swab from lesions that showed
MRSA (methicillin-resistant Staphylococcus aureus). Instru-
mental analyses, like chest X-ray was normal, but recto-colon-
oscopy showed hyperaemia, oedema, friability and multiple
pinpoint ulcerations of colonic mucosa leading to diagnosisFigure 4 Showing multiple lesions on the leg, some are coalesc-
ing with crust and purulent discharge.
Figure 1 Showing an early lesion of ruptured bullae, forming
ulcer with haemorrhagic, raised violaceous border on the forearm.
Figure 5 Showing multiple eroded, oedematous erosions on
both lips, tongue and buccal mucosa and few pustules are studded
over the lesions.
Figure 6 H & E section (x40) showing massive neutrophilic
inﬁltration, haemorrhage, and mononuclear cells. Neutrophils are
around and within the vessel walls with leukocytoclasia, but the
full picture of vasculitis is absent.
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nonspeciﬁc colitis. Ultrasonography of abdomen and pelvis
showed no testis in scrotum or abdomen, other organs were
normal. Hormone analysis showed very low levels of Testos-
terone – 0.1 nm/l (normal 9.9–27.8), LH – 0.1 IU/L (1.5–9.3),
and FSH – 0.2 IU/L (1.4–18.1), suggesting hypogonadotropic
hypogonadism, other hormones were normal. Thus, endocri-
nologist started hormone replacement therapy.
Biopsy specimens taken from the edges of the ulcerative le-
sions (leg and lip) were consistent with PG (Fig. 6). Intrave-
nous vancomycin 1 gm daily and oral prednisolone 40 mg
daily along with other supportives like wound care were given,
achieving resolution of fever and halting progression of the
disease within one week. To obtain more rapid and stable clin-
ical improvement, oral cyclosporin (150 mg daily) and dapsone
(100 mg) were added with rapid and good response. Gastroen-
terologist controlled IBD with oral mesalazine and other sup-
portives. The patient was discharged and to be followed up as
an outpatient.3. Discussion
Pyoderma gangrenosum is a relatively uncommon skin condi-
tion of unknown aetiology but suspected to be an autoimmune
disorder. Between 50% and 70% of patients with PG have an
antecedent or coincident (or subsequently develop) associated
disease or condition. The most common associations are
inﬂammatory bowel diseases. About 25–50% of pyoderma
are related to inﬂammatory bowel disease, of which 1–2%
are affected, and may predate the bowel symptoms for weeks
to several years. In one study of 116 patients with ulcerative
colitis, 2.4% had associated pyoderma gangrenosum (Ozdil
et al., 2004). Sometimes the lesions may be associated with
ﬂare up bowel symptoms but may also develop or worsen
when bowel activity is quiescent. In our patient, pyoderma pre-
ceded the inﬂammatory bowel disease and their course was
independent. Other conditions like rheumatoid arthritis and
many other diseases like chronic autoimmune hepatitis, mye-
loid blood dyscrasias, Takayasu’s arteritis in Japan, Wegener’s
granulomatosis, collagenous colitis are also associated with
pyoderma gangrenosum (Ujiie et al., 2004; Szocs et al., 2003;
Batra et al., 2003). Relation between PG and endocrine disor-
ders like hypogonadotropic hypogonadism has rarely been re-
ported. But hypergonadotropic hypogonadism (Klinefelter’s
syndrome) with PG has been reported (Marzano et al.,
2007). In our case, endocrine abnormality might play some
role in developing recurrent and aggressive PG, as reports of
a higher incidence of immune-mediated diseases in hypogo-
nadism patients than in healthy men, possibly related to low
levels of testosterone (Igawa and Nishioka, 2003). Also anti-
cardiolipin antibody IgM was positive in our patient suggest-
ing immunological abnormality.
The incidence of pyoderma gangrenosum associated with
inﬂammatory bowel disease in Saudi Arabia is not known;
but several cases have been reported. Our patient had bouts
of chronic diarrhoea for several years resulting in chronic
anaemia. Thrombocytosis was reactive and other haematolog-
ical diseases were ruled out. His delayed puberty was due to
lack of testosterone and other hormones. He developed the
skin lesions relatively recently which then led to the diagnosis
of hypogonadotropic hypogonadism and inﬂammatory bowel
disease.
It is suggested that skin ulcers with unusual features which
fail to heal must be further investigated to exclude pyoderma
gangrenosum (Weening and et al., 2002). Conﬁrmed cases
should be investigated for underlying systemic diseases. Final-
ly, we speculate that both endocrine abnormality and inﬂam-
matory bowel disease may have contributed to the
pathophysiology of PG in our case.References
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